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Docket No. DEAV2003-0029 US NP 
Application No. 10/829.064 

AMENDMENT TO THE CLAIMS 

This listing of claims will replace all prior versions, and listings of claims in the application. 
Original) A compound of formula I, 




wherein: 
AisCR^orN; 

B is CR' or N, provided that A and B are not simultaneously 1^; 

R' is (Ci-Cio)-alkyl, (C3-C8)-cycloalkyl, (CrCio)-aikenyl or (C2-C,o)-alkynyl, each of which is 
unsubstituted or substituted by one or more identical or different substituents selected from the group 
consisting of halogen, cyano, (C3-Cg)-cycloalkyl, phenyl, biphaiylyl, naphthyl, indanyl and hcteroaryl. 
wherein die phenyl, biphenylyl, naphthyl, indanyl and heteroaiyl are each, independendy, unsubstituted 
or substituted by one or nx>re identical or different substituents selected from die group consisting of 
halogen, cyano, (Ci-C^alkyl, trifluoiomediyl, (Ci-C6}-alkoxy and trifluoromethoxy; 
R* is hydrogen, (Ci-C4)-alkyl, trifluoromediyl, -<CH2),-(C3-Q)-cycloalkyl, -(CHjX-phenyl, 
-(CH2)a-imidazolyl or -(CH2)rpyridinyl, wherein the phenyl, imidazolyl and pyridinyl are each, 
independendy, unsubstituted or substituted by one or more identical or different substituents selected 
from die group consisting of halogen, cyano, (Ci-C6)-alkyl, trifluoromethyl, (Cj-QValkoxy and 
trifluoromedioxy; 
aisO, lor2; 

is -(CH2)b-phenyl, -(CH2)b-imidazolyl, .(CHjH-triazolyl, -(CHjVHet or .(CH2)b-pyridinyl, wherein die 
phenyl, imidazolyl, triazolyl and pyridinyl are each, independendy, unsubstituted or substituted by one or 
more identical or different substituents selected from die group consisting of halogen* cyano, (C|-C6> 
alkyl, trifluoromediyl, (Ci-C6)-alkoxy and trifluoromedioxy; 
bis 1,2,3 or 4; 

R\ R^ R^ and are each, independendy, hydrogen, (CrQ)-alkyl, trifluoromediyU (Ci-C^-alkoxy, 
trifluorontedioxy, halogen, nitro. cyano, -CO*R*^ -NR*R^ -NH-C0-(Ci-C4)-alkyl, -SOrNR^R^ 
-S02-(C|-C4)-alkyl or -S0r(CH2)c-phenyl, wherein die phenyl is unsubstituted or substituted by one or 
more identical or different substituents selected from the group consisting of halogen, cyano, (CrQ)- 
alkyl, trifluoromediyl, (C|-C6)-aikoxy and trifluoromedioxy; 
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c is 0, 1 or 2; 

and are each, independently, hydrogen or (Ci-C4)-alkyl; 
R'° is hydroxy, (C,-C4)-alkoxy or -NR'^R'; 

Het is a saturated 5-membered or 6-n)embercd monocyclic heterocycle containing a ring nitrogen atom 
via which it is bonded, wherein the monocyclic heterocycle optionally contains a further ring heteroatom 
selected from the group consisting of N, O and S, and is unsubstituted or substituted by one or more 
identical or different substituents selected from the group consisting of (C|-C4)-alkyl and -(CH2)d-phenyl, 
wherein the phenyl is unsubstituted or substituted by one or more identical or different substituents 
selected from the group consisting of halogen, cyano, (C|-C6)-alky1, trifluoromethyl, (Ci-C^-alkoxy and 
trifluoromedioxy; 
d is 0,1 or 2; 
and 

heteroaryl is an aromatic S-membered to 10-niend)ered, monocyclic or bicyclic heterocycle containing 1, 
2, 3 or 4 identical or different ring heteroatoms selected from die group consisting of N, O and S; 
or a stereoisomer or a mixture of stereoisomers diereof in any ratio, or a physiolc^cally acceptable salt 
d&ereof ; 

provided that die compound of formula I is not die compound wherein 

AisCH, 

BisCH, 

R^ is metfiyl, 

R^ is metfiyl. 

R^ is unsubstituted benzyl, 
R^ is hydrogen, and 
R^ is hydrogen. 

^2^/<Gimwdy amended) AThe compound according to claim 1, wherein: 
A is CrNh;N; 

B is CR^ or ?v|>rovided that A and B are not simultaneously N; 

R" is (CrC6)-alkyMH^ubstimted or substituted by one or more identical or different substituents selected 
from die group consistin^^(C3-C6)-cycloalkyl, phenyl, biphenylyl, naphdiyl. indanyl, thienyl and 
pyridinyl, wherein the phenyUn^enylyl, naphdiyl, indanyl, thienyl and pyridinyl arc each, 
independendy, unsubstituted or su^^ted by one or more identical or different substituents selected 
from die group consisting of fluorine, cMbiine, bronune, cyano, (Ci-Q^alkyl, trifluoromethyl, (Ci-C*)- 
alkoxy and trifluoromethoxy; 

R* is hydrogen, (C,-C4)-alkyl. trifluorometfiyl. -(CF^t<C3-C6)-cycloalkyl, -(CH2)a-phenyl, 
-(CH2)a-imidazolyl or -(CH2)rPyridinyl, wherein die phen^l^midazoyl and pyridinyl are each, 
independendy, unsubstituted or substituted by one or more identibalor different substituents selected 

-3' 
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bis 1.2. 3 or 4; 

and are each, independently, hydrogen, (C|-C4)-alkyl, irifluoromethyl, methoxy. fluorine or 
chlorine; 

R' and R^ are each, independently, hydrogen, (CpQ-alkyl, trifluoromethyl, methoxy, fluorine, chlorine, 
nitro, ^0-R*^ -NR^R^ -NH-CO-methyl, -S02-NR^', -SOj-methyl or SOrCHrphenyl; 
R* and R' are each, independently, hydrogen or methyl; 
and 

R*^ is hydroxy, (C,-C2)-alkoxy or -NR*R^ 

or a stereoisomer or a mixture of stereoisomers thereof in any ratio> or a physiologically acceptable salt 
thereof . 

/4 Jcurrently amended) AThe compound according to claim 1 , wh^ein: 
A is CR*; and 
BisCR\ 

or a steieoisomer or a mixture of stereoisomers the reof in anv ratio> or a physiologically acceptable salt 
thereof . 

I^^Vuircntly amended) ATbe compound according to claim 1, wherein one of A and B is nitrogoi and the 
other is CR^ or CR ^ or a stereoisomer or a mixture of stereoisomers thereo f in anv ratio> or a 
phvsiologicallv acceptable salt thereof. 

A 6. (Currendy amended) A process for the preparation of etfie compound of the formula I as defined in 
cllSum 1 or wherein one or more functional groups present therein can be in protected form or in the form 
of a precursor group, comprising treating a compound of theformula VI, 




VI 



wherein A, B, R'. R^ R^ R* and R' are as defined in claim 1 or one or more functional groups present 
therein can be in protected form or in the form of a precursor group and R^ is (Ci-C4)-alkyl* widh an acid. 
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(reactions) . A substance answer set retrieved after the search 
for a chemical name, a compounds with available reaction 
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with RX/FA. The BEILSTEIN Registry Number (BRN) is the link 
between a BEILSTEIN compound and belonging reactions. For mo 
detailed reaction searches BRNs can be searched as reaction 
partner BRNs Reactant BRN (RX.RBRN) or Product BRN (RX.PBRN).«< 

»> FOR SEARCHING PREPARATIONS SEE HELP PRE «< 

* PLEASE NOTE THAT THERE ARE NO FORMATS FREE OF COST. * 

* SET NOTICE FEATURE: THE COST ESTIMATES CALCULATED FOR SET NOTICE * 

* ARE BASED ON THE HIGHEST PRICE CATEGORY. THEREFORE; THESE * 
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* PATENT NUMBERS (FN) AND BABS ACCESSION NUMBERS (BABSAN) CAN NOW BE 
SEARCHED, SELECTED AND TRANSFERRED. 
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ALL PATENT REFERENCES, OR ALL BABS ACCESSION NUMBERS FOR A 
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FILE MARPAT 

FILE CONTENT: 1969-PRESENT (VOL 144 ISS 5 (20060127/ED) 
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****** ******* *************************** 

Structure search iteration limits have been increased. See HELP SLIMITS 
for details. 

REGISTRY includes numerically searchable data for experimental and 
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REP G3=(l-5) CH2 
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DEFAULT MLEVEL IS ATOM 

GGCAT IS SAT AT 23 
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2004 : 898609 HCAPLUS 
141:366248 

A preparation of triaza- and tetraazaanthracenedione 

derivatives, useful as cardiovascular agents 

Weichert, Andreas; Strobel, Hartmut; Wohlfart, Paulus; 

Patek, Marcel; Smrcina, Martin; Weichsel, Aleksandra 

Aventis Pharma Deutschland GmbH, Germany 

Eur. Pat. Appl., 32 pp. 

CODEN: EPXXDW 

Patent 
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PRIORITY APPLN. INFO.: EP 2003-9286 A 20030424 

US 2003-499521P P 20030902 
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OTHER SOURCE(S): MARPAT 141:366248 




AB The invention relates to a preparation of triaza- and tetraaza-anthracenedione 
derivs. of formula I [wherein: A and B are independently selected from N, 

CH, C-halogen, C-N02, or C-CN, etc., but A and B are not simultaneously N; 
Rl is (un) substituted (cyclo)alkyl or alk (en/yn) yl; R2 is H, alkyl, CF3, 
or (CH2) 0-2- (phenyl/imidazolyl) , etc.; R3 is (CH2)l-4- 

(phenyl/imidazolyl/triazolyl) or (CH2) 1-4-pyridinyl, etc.; R4 and R5 are 
independently selected from H, alkyl, CF3, or alkoxy, etc.], useful as 
cardiovascular agents. The title compds. are useful in the treatment of 
various disease states including cardiovascular disorders such as 
atherosclerosis, thrombosis, coronary artery disease, hypertension, and 
cardiac insufficiency. They upregulate the expression of the enzyme 
endothelial nitric oxide (NO) synthase and can be applied in conditions in 
which an increased expression of said enzyme or an increased NO level or 
the normalization of a decreased NO level is desired. For instance, 
triazaanthracenedione derivative II (activation of eNOS transcription: EC50 = 
1.2 ^M) was prepared via heterocyclization of 4-tert-butylbenzylamine, 
Fmoc-L-valine, 2-f luoro-5-nitrobenzoic acid, 2-bromo-l, 1-diethoxyethane, 
and 3- (imidazol-l-yl) propylamine (example 2, no yield data). 
IT 779343-75-8P 779343-77-OP 779343-79-2P 
779343-81-6P 779343-83-8P 779343-85-OP 
779343-87-2P 779343-89-4P 779343-91-8P 
779343-93-OP 779343-95-2P 779343-97-4P 
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RN 
CN 



779343- 99-6P 779344-01-3P 779344-03-5P 

779344- 05-7P 779344-07-9P 779344-08-OP 
779344-09-1? 779344-10-4P 779344-11-5P 
779344-12-6P 779344-13-7P 779344-14-8P 
779344-15-9P 779344-16-OP 779344-17-lP 
779344-18-2P 779344-19-3P 779344-20-6P 
779344-21-7P 779344-22-8P 779344-23-9P 
779344-24-OP 779344-25-lP 779344-27-3P 
779344-29-5P 779344-32-OP 779344-34-2P 
779344-36-4P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of triaza- and tetraaza-anthracenedione derivs., useful as 
cardiovascular agents) 
779343-75-8 HCAPLUS 

6H-Pyrazino [2, 1-b] quinazoline-3, 6 (4H) -dione, 1,2,11, lla-tetrahydro-11- [3- 
( IH-imidazol-l-yl) propyl] -4- (1-methylethyl) -8-nitro-2- (4-phenylbutyl) 
(4S)-, mono(trifluoroacetate) (9CI) (CA INDEX NAME) 



CM 1 

CRN 779343-74-7 
CMF C30 H36 N6 04 

Absolute stereochemistry. 



O2N 




(CH2)4 



Ph 



0 i-Pr 



CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F-C- CO2H 
F 



RN 779343-77-0 HCAPLUS 

CN 6H-Pyra2ino[2, 1-b] quinazoline-3 , 6 (4H) -dione, 2- [ [4- (1, 1- 

dimethylethyl) phenyl] methyl] -1, 2, 11, lla-tetrahydro-11- [3- ( lH-imidazol-1- 
yl) propyl] -4- (1-methylethyl) -8-nitro-, (4S) mono (trif luoroacetate) (9CI) 
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(CA INDEX NAME) 
CM 1 

CRN 779343-76-9 
CMF C31 H38 N6 04 

Absolute stereochemistry. 




0 i-Pr 



CM 2 

CRN 76-05-1 
CMF C2 H F3 02 

F 
I 

F-C- C02H 
F 

RN 779343-79-2 HCAPLUS 

CN 6H-Pyrazino [2, 1-b] quinazoline-3, 6 (4H) -dione, 1,2,11, lla-tetrahydro-11- [3- 
(IH-imidazol-l-yl) propyl] -4- ( 1-methylethyl) -2- { l-naphthalenylmethyl) -8- 
nitro-, (4S)-, mono (trif luoroacetate) {9CI) (CA INDEX NAME) 

CM 1 

CRN 779343-78-1 
CMF 031 H32 N6 04 

Absolute stereochemistry. 
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0 i-Pr 



CM 2 

CRN 76-05-1 
CMF C2 H F3 02 

F 

F— C- C02H 
F 

RN 779343-81-6 HCAPLUS 

CN 6H-Pyrazino [2, 1-b] quinazoline-3, 6 (4H) -dione, 4- [ (3-fluorophenyl) methyl ] - 
1,2,11, lla-tetrahydro-11- [3- (IH-imidazol-l-yl)propyl] -8-nitro-2- (4- 
phenylbutyl)-, (4S)-, mono (trif luoroacetate) (9CI) (CA INDEX NAME) 

CM 1 

CRN 779343-80-5 
CMF C34 H35 F N6 04 

Absolute stereochemistry. 
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CM 2 

CRN 76-05-1 
CMF C2 H F3 02 

F 

I 

F- C- C02H 
I 

F 

RN 779343-83-8 HCAPLUS 

CN 6H-Pyrazino [2, 1-b] quinazoline-3, 6 (4H) -dione, 4-cyclohexyl-l, 2,11, 11a- 
tetrahydro-11- [3- ( IH-imidazol-l-yl ) propyl] -8-nitro-2- {4-phenylbutyl ) -, 
(4S)-, mono{trifluoroacetate) (9CI) (CA INDEX NAME) 

CM 1 

CRN 779343-82-7 
CMF C33 H40 N6 04 

Absolute stereochemistry. 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 

F 

I 

F-C- C02H 
F 

RN 779343-85-0 HCAPLUS 

CN 6H-Pyrazino[2, 1-b] quinazoline-3, 6 (4H) -dione, 4- [ (3, 4- 

dimethoxyphenyl)methyl] -1, 2, 11, lla-tetrahydro-11- [3- (lH-imidazol-1- 
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yl ) propyl ] -8-nitro-2- {4 -phenylbutyl) (4S) mono (trif luoroacetate) {9CI) 
(CA INDEX NAME) 

CM 1 

CRN 779343-84-9 
CMF C36 H40 N6 06 

Absolute stereochemistry. 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 

F 
I 

F-C- C02H 
F 

RN 779343-87-2 HCAPLUS 

CN 6H-Pyrazino [2, 1-b] quinazoline-3, 6 (4H) -dione, 1,2, 11, lla-tetrahydro-4- (1- 
methylethyl) -8-nitro-2- {4 -phenylbutyl) -11- [2- (4-pyridinyl) ethyl] (4S) 
mono (trif luoroacetate) {9CI) (CA INDEX NAME) 

CM 1 

CRN 779343-86-1 
CMF C31 H35 N5 04 

Absolute stereochemistry. 
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CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F 

I 

F-C- C02H 
F 



RN 779343-89-4 HCAPLUS 

CN 6H-Pyrazino[2, 1-b] quinazoline-3, 6(4H) -dione, 1,2, 11, lla-tetrahydro-4- (IH- 

imidazol-4-ylmethyl) -8-nitro-2, 11-bis ( 4-phenylbutyl) (43) 
mono{trifluoroacetate) (9CI) (CA INDEX NAME) 

CM 1 

CRN 779343-88-3 
CMF C35 H38 N6 04 

Absolute stereochemistry . 
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CM 2 

CRN 76-05-1 
CMF C2 H F3 02 

F 

I 

F-C- C02H 
I 

F 

RN 779343-91-8 HCAPLUS 

CN 6H-Pyrazino [2, 1-b] quinazoline-3, 6 (4H) -dione, 1, 2, 11, lla-tetrahydro-4- (IH- 
imidazol-4-ylmethyl) -8-nitro-2- (4-phenylbutyl) -11- [ [4- 
( trif luoromethoxy) phenyl]methyl] (4S) mono (trif luoroacetate) (9CI) 
{CA INDEX NAME) 

CM 1 

CRN 779343-90-7 

CMF C33 H31 F3 N6 05 

Absolute stereochemistry. 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 

F 
I 

F- C- C02H 
F 
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RN 779343-93-0 HCAPLUS 

CN 6H-Pyrazino [2, 1-b] quinazoline-3, 6 (4H) -dione, 1,2, 11, lla-tetrahydro-ll- [3- 
(IH-imidazol-l-yl)propyl] -4- (1-methylethyl) -2- (4-phenylbutyl) -8- 
(trifluoromethyl) (43)-, mono (trif luoroacetate) (9CI) (CA INDEX NAME) 

CM 1 

CRN 779343-92-9 

CMF C31 H36 F3 N5 02 

Absolute stereochemistry . 




0 i-Pr 



CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F 

I 

F-C- C02H 

I 

F 



RN 779343-95-2 HCAPLUS 

CN 6H-Pyrazino[2, 1-b] quinazoline-3 , 6 (4H) -dione, 1,2,11, lla-tetrahydro-ll- [3- 
(IH-imidazol-l-yl) propyl] -4- (1-methylethyl) -8- (trif luoromethyl) -2- [ [4- 
(trifluoromethyl) phenyl] methyl]-, (4S)-, mono (trif luoroacetate) (9CI) (CA 
INDEX NAME) 

CM 1 

CRN 779343-94-1 

CMF C29 H29 F6 N5 02 

Absolute stereochemistry. 
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0 i-Pr 



CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F-C- C02H 
F 



RN 
CN 



779343-97-4 HCAPLUS 

6H-Pyrazino [2, 1-b] quinazoline-3, 6 {4H) -dione, 1,2,11, lla-tetrahydro-4- (1- 
methylethyl) -11- [2- (4-pyridinyl) ethyl] -8- (trif luoromethyl) -2- [ [4- 
(trifluoromethyl)phenyl]inethyl]-, (4S)-, mono (trif luoroacetate) (9CI) (CA 
INDEX NAME) 



CM 

CRN 
CMF 



779343-96-3 

C30 H28 F6 N4 02 



Absolute stereochemistry. 



F3C 




CF3 



0 i-Pr 
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CM 



2 



CRN 
CMF 



76-05-1 
C2 H F3 02 



F 



F-C- CO2H 



F 



RN 779343-99-6 HCAPLUS 

CN 6H-Pyrazino [2, 1-b] quinazoline-3, 6 {4H) -dione, 4-cyclohexyl-l , 2,11, 11a- 
tetrahydro-11- [3- (IH-imidazol-l-yl) propyl] -2- (4-phenylbutyl) -8- 
(trifluoromethyl)-, (4S)-, mono (trif luoroacetate) (9CI) (CA INDEX NAME) 

CM 1 

CRN 779343-98-5 

CMF C34 H40 F3 N5 02 

Absolute stereochemistry. 



CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



I 

F-C- CO2H 



RN 779344-01-3 HCAPLUS 

CN 6H-Pyrazino [2, 1-b] quinazoline-3, 6 (4H) -dione, 2- [(2,4- 



(CH2)3 
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dimethoxyphenyl) methyl] -1,2,11, lla-tetrahydro-ll- [3- ( IH-imidazol-l- 
yl) propyl] -4- (1-methylethyl) -8- (trif luoromethyl) (4S) -, 
mono(trifluoroacetate) (9CI) (CA INDEX NAME) 

CM 1 

CRN 779344-00-2 

CMF C30 H34 F3 N5 04 

Absolute stereochemistry. 



(CH2)3 pMe 




0 i-Pr 



CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F-C- C02H 



RN 779344-03-5 HCAPLUS 

CN 6H-Pyrazino [2, 1-b] quinazoline-3, 6 (4H) -dione, 2- [ [4 - (1, l- 
dimethylethyl) phenyl]methyl] -1, 2, 11, lla-tetrahydro-ll- [3- (IH-imidazol-l- 
yl) propyl] -4~ ( 1-methylethyl ) -8- (trif luoromethyl) (4S) -, 
mono (trif luoroacetate) (9CI) (CA INDEX NAME) 

CM 1 

CRN 779344-02-4 

CMF C32 H38 F3 N5 02 

Absolute stereochemistry. 
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0 i-Pr 



CM 2 

CRN 76-05-1 

CMF C2 H F3 02 

F 

I 

F-C- C02H 
F 

RN 779344-05-7 HCAPLUS 

CN 6H-Pyrazino [2, 1-b] quinazoline-3, 6 (4H) -dione, 4- [ (3-fluorophenyl) methyl] - 

1,2, 11, lla-tetrahydro-11- [3- (IH-imidazol-l-yl) propyl] -2- {4-phenylbutyl) -8- 
(trifluoromethyl)-, (4S)-, mono (trif luoroacetate) (9CI) (CA INDEX NAME) 

CM 1 

CRN 779344-04-6 

CMF C35 H35 F4 N5 02 

Absolute stereoclieniistry . 




CM 2 
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CRN 76-05-1 
CMF C2 H F3 02 



F 

I 

F-C- C02H 
F 

RN 779344-07-9 HCAPLUS 

CN 2H-Pyrazino[2, 1-b] quina2oline-3, 6 (IH, 4H) -dione, 2- [ [4- (1, 1- 

dimethylethyl) phenyl] methyl] -11, lla-dihydro-11- [3- ( IH-imidazol-l- 
yl) propyl] -4- (l-methylethyD- (9CI) (CA INDEX NAME) 




0 i-Pr 



RN 779344-08-0 HCAPLUS 

CN 2H-Pyrazino [2 , 1-b] quinazoline-3, 6 (IH, 4H) -dione, 2- [ [4 - (1, 1- 

dimethylethyl)phenyl]methyl] -9-fluoro-ll, lla-dihydro-11- [3- (lH-imidazol-1- 
yl)propyl]-4-(l-methylethyl)- (9CI) (CA INDEX NAME) 




0 i-Pr 



RN 779344-09-1 HCAPLUS 

CN 2H-Pyrazino [2, 1-b] quinazoline-3, 6 (IH, 4H) -dione, 8-chloro-2- [ [4- (1, 1- 

dimethylethyl) phenyl] methyl] -11, lla-dihydro-11- [3- (lH-imidazol-1- 
yl) propyl] -4- (1-methylethyl)-, (4R)- (9CI) (CA INDEX NAME) 
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Absolute stereochemistry. 




0 i-Pr 



RN 779344-10-4 HCAPLUS 

CN 2H-Pyrazino[2, 1-b] quinazoline-3, 6 (IH, 4H) -dione, 2-[ [4 - (1, 1- 

dimethylethyl) phenyl] methyl] -11, lla-dihydro-11- [3- ( IH-imidazol-l- 
yl) propyl] -9-methyl-4- (1-methylethyl) (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




0 i-Pr 



RN 779344-11-5 HCAPLUS 

CN 2H-Pyrazino [2, 1-b] quinazoline-3, 6 (IH, 4H) -dione, 2- [ [4- (1, 1- 

dimethylethyl)phenyl]methyl] -11, lla-dihydro-11- [3- ( lH-imidazol-1- 
yl) propyl] -8-methoxy-4- (1-methylethyl)-, (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



f=\ 




Searched by Paul Schulwitz 571-272-2527 Page 20 



Truong 10/829,064 02/03/2006 

CN 2H-Pyrazino [2, 1-b] quinazoline-3, 6 (IH, 4H) -dione, 8-chloro-2- [ [4- (1, 1- 
ciimethylethyl)phenyl]methyl] -11, lla-dihydro-ll- [3- (IH-imidazol-l- 
yDpropyl] -4- (1-itiethylethyl) - (9CI) (CA INDEX NAME) 




0 i-Pr 



RN 779344-13-7 HCAPLUS 

CN 2H-Pyrazino[2, l-b]quinazoline-3, 6 (IH, 4H) -dione, 2- [ [4- (1,1- 

dimethylethyl)phenyl]niethyl] -8-f luoro-11, lla-dihydro-11- [3- { IH-imidazol-l- 
yl) propyl] -4- (l-methylethyD- (9CI) (CA INDEX NAME) 




0 i-Pr 



RN 779344-14-8 HCAPLUS 

CN 2H-Pyrazino[2, l-b]quinazoline-3, 6 (IH, 4H) -dione, 2- [ [4 - (1, 1- 

dimethylethyl) phenyl] methyl] -11, lla-dihydro-11- [3- ( IH-imidazol-l- 
yl)propyl]-9-itiethyl-4-(l-methylethyl)- {9CI) (CA INDEX NAME) 
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0 i-Pr 



RN 779344-15-9 HCAPLUS 

CN 2H-Pyrazino[2, 1-b] quinazoline-3 , 6 (IH, 4H) -dione, 2- [ [4- (1, 1- 

dimethylethyl) phenyl ] methyl ] -11, lla-dihydro-11- [3- {IH-imidazol-l 
yl)propyl]-8-methoxy-4-(l-methylethyl)- (9CI) (CA INDEX NAME) 




RN 779344-16-0 HCAPLUS 

CN 2H-Pyrazino[2, l-b]quinazoline-3, 6 (IH, 4H) -dione, 2- [ [4- (1, 1- 

dimethylethyl)phenyl]methyl] -11, lla-dihydro-11- [3- (lH-imidazol-1 
yl ) propyl] -4, 9-bis(l-methylethyl)- (9CI) (CA INDEX NAME) 




0 i-Pr 



RN 779344-17-1 HCAPLUS 

CN 2H-Pyrazino[2,l-b]quinazoline-3, 6(lH,4H)-dione, 2-[ [4-(l,l- 
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dimethylethyl) phenyl] methyl] -11, lla-dihydro-11- [3- ( lH-imidazol-1- 
yl) propyl] -10-methyl-4-(l-inethylethyl)-, (4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




0 i-Pr 



RN 779344-18-2 HCAPLUS 

CN 2H-Pyrazino [2, 1-b] quinazoline-3, 6 (IH, 4H) -dione, 2- [ [4- (1, 1- 

dimethylethyl)phenyl]methyl] -11, lla-dihydro-11- [3- (lH-imidazol-1- 
yl)propyl]-8-methyl-4-(l-methylethyl)- (9CI) (CA INDEX NAME) 




0 i-Pr 



RN 779344-19-3 HCAPLUS 

CN 2H-Pyrazino [2 , 1-b] quinazoline-9-carboxylic acid, 2- [[4- (1,1- 

dimethylethyl) phenyl]methyl] -1, 3, 4, 6, 11, lla-hexahydro-11- [3- (lH-imidazol-1- 
yl)propyl]-4-(l-methylethyl)-3, 6-dioxo- (9CI) (CA INDEX NAME) 




0 i-Pr 
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RN 779344-20-6 HCAPLUS 

CN 2H-Pyrazino [2, 1-b] quinazoline-8~carboxylic acid, 2-[[4-(l,l- 

dimethylethyl) phenyl] methyl] -1, 3, 4, 6, 11, lla-hexahydro-11- [3- (lH-imidazol-1- 
yl)propyl]-4-(l-methylethyl)-3,6-dioxo- (9CI) (CA INDEX NAME) 




0 i-Pr 



RN 779344-21-7 HCAPLUS 

CN 2H~Pyrazino [2, 1-b] quinazoline-8-sulf onamide, 9-chloro-2- [ [4 - (1, 1- 

dimethylethyl) phenyl]methyl] -1, 3, 4, 6, 11, lla-hexahydro-11- [3- ( lH-imidazol-1- 
yl)propyl]-4-(l-methylethyl)-3,6-dioxo-, (4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




//W i 

0 0 0 i-Pr 



RN 779344-22-8 HCAPLUS 

CN 2H-Pyrazino[2, 1-b] quinazoline-8-sulf onamide, 2-[ [4-(l,l- 

dimethylethyl)phenyl]methyl] -1, 3, 4, 6, 11, lla-hexahydro-11- [3- ( lH-imidazol-1- 
yl) propyl] -N-methyl-4-(l-methylethyl) -3, 6-dioxo-, {4S)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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RN 779344-23-9 HCAPLUS 

CN 2H-Pyrazino [2, 1-b] quinazoline-8-sulf onamide , 2- [ [4 - (1, 1- 

dimethylethyl) phenyl] methyl] -1, 3, 4, 6, 11, lla-hexahydro-11- [3- ( IH-imidazol-l- 
yl) propyl] -9-methyl-4-{l-inethylethyl) -3, 6-dioxo-, (4S)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 779344-24-0 HCAPLUS 

CN 2H-Pyrazino[2, l-b]quinazoline-3, 6 (IH, 4H) -dione, 9-chloro-2-[ [4- (1, 1- 
dimethylethyl) phenyl] methyl] -11, lla-dihydro-11- [3- (lH-imidazol-1- 
yl) propyl] -4- (1-methylethyl) -8- [ (phenylmethyl) sulfonyl] (4S) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 779344-25-1 HCAPLUS 
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CN 2H-Pyrazino [2, 1-b] quinazoline-3, 6 (IH, 4H) -dione, 9-chloro-2- [ [4~ (1, 1- 
dimethylethyl ) phenyl ] methyl ] -11 , lla-dihydro-11- [ 3- ( lH-imidazol-1- 
yl)propyl]-4-(l-methylethyl)-8-(methylsulfonyl)-, (4S)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 779344-27-3 HCAPLUS 

CN 7H-Pyrazino[l, 2-a]pyrido [3, 2-d]pyrimidine-8, 11 (5H, 9H) -dione, 

7- [ [4- (1, l-dimethylethyl)phenyl]methyl] -5a, 6-dihydro-5- [ 3- (lH-imidazol-1- 
yl) propyl] -9- (1-methylethyl) mono (trif luoroacetate) (9CI) (CA INDEX 
NAME) 

CM 1 

CRN 779344-26-2 
CMF C30 H38 N6 02 




0 i-Pr 



CM 2 

CRN 76-05-1 
CMF C2 H F3 02 
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F 

I 

F-C- CO2H 
F 



RN 779344-29-5 HCAPLUS 

CN 7H-Pyrazino[l,2-a]pyriclo[3, 2-d]pyrimidine-8, 11 (5H, 9H) -dione, 

7- [ [ 4 - ( 1 , 1-dimethylethyl ) phenyl ] methyl ] -5a, 6-dihydro-5- [3- ( IH-imidazol-l- 
yl) propyl] -2-methyl-9- (l-methylethyl) -, mono (trif luoroacetate) (9CI) (CA 
INDEX NAME) 

CM 1 

CRN 779344-28-4 
CMF C31 H40 N6 02 




0 i-Pr 



CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F-C- CO2H 



RN 779344-32-0 HCAPLQS 

CN 6H-Pyrazino [2, 1-b] quinazoline-3, 6 (4H) -dione, 2- [ [4- (1, 1- 

dimethylethyl) phenyl]methyl] -4-ethyl-l, 2, 11, lla-tetrahydro-11- [3- (IH- 
imidazol-l-yl)propyl] -8-nitro-, (4S) -, mono (trif luoroacetate) (9CI) (CA 
INDEX NAME) 

CM 1 

CRN 779344-31-9 
CMF C30 H36 N6 04 
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Absolute stereochemistry. 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F-C- C02H 
F 



RN 779344-34-2 HCAPLUS 

CN 7H-Pyrazino[l, 2-a]pyrido[3, 2-d]pyrimidine-*8, 11 (5H, 9H) -dione, 

7- [ [4- (1, 1-dimethylethyl) phenyl] methyl] -5a, 6-dihydro-5- [3- (lH-imidazol-1- 
yl) propyl] -9- { 1-methylethyl) -2-nitro-, mono (trif luoroacetate) (9CI) (CA 
INDEX NAME) 

CM 1 

CRN 779344-33-1 
CMF C30 H37 N7 04 




0 i-Pr 



CM 



2 
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CRN 76-05-1 
CMF C2 H F3 02 

F 

I 

F- C- C02H 
I 

F 

RN 779344-36-4 HCAPLUS 

CN 6H-Pyrazino [2, 1-b] quinazoline-3, 6 {4H) -dione, 2- [ [4- (1, 1- 

diniethylethyl)phenyl]methyl] -4-ethyl-l, 2, 11, lla-tetrahydro-8-nitro-ll- [2- 
(4-pyridinyl) ethyl]-, mono (trif luoroacetate) (9CI) (CA INDEX NAME) 

CM 1 

CRN 779344-35-3 
CMF C31 H35 N5 04 




0 



CM 2 

CRN 76-05-1 
CMF C2 H F3 02 

F 

I 

F- C- CO2H 
F 

REFERENCE COUNT: 3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE' IN THE RE FORMAT 

L4 ANSWER 2 OF 2 HCAPLUS COPYRIGHT 2006 ACS on STN 
ACCESSION NUMBER: 1999:529844 HCAPLUS 
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DOCUMENT NUMBER: 
TITLE: 



AUTHOR (S) : 
CORPORATE SOURCE: 



SOURCE : 

PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
GI 



131:286484 

Synthesis and stereochemistry of 11 , lla-dihydro 
derivatives of (4S) -2, 4-dimethyl-2, 4-dihydro-lH- 
pyrazino [2, 1-b] quinazoline-3, 6-diones . A new 
transannular rearrangement proposal 
Martin-Santamaria, Sonsoles; Espada, Modesta; 
Avendano, Carmen 

Departamento de Quimica Organica y Farmaceutica 
Facultad de Farmacia, Universidad Complutense, Madrid, 
28040, Spain 

Journal of Organic Chemistry (1999), 64(19), 7233-7235 

CODEN: JOCEAH; ISSN: 0022-3263 

American Chemical Society 

Journal 

English 




Me 0 



III 




II 



IV 



AB Reduction of the (indolylmethyl ) dihydropyrazinoquinazolinedione I by 

NaBH4/EtOH gave the tetrahydropyrazinoquinazolinedione II, whereas similar 
reduction of (chlorobenzyl) dihydropyrazinoquinazolinedione III gave the 
tetrahydropyrazinoquinazolinedione with epimerization at C-1. A proposed 
mechanism for the epimerization involved transannular rearrangement and 
formation of a ten-membered-ring anion intermediate. 

IT 246542-03-OP 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(transannular rearrangement mechanism in borohydride 
reduction/epimerization of dihydrodimethylpyrazinoquinazolinediones) 

RN 246542-03-0 HCAPLUS 

CN 2H-Pyrazino [2, 1-b] quinazoline-3, 6 (IH, 4H) -dione, 11, lla-dihydro-2, 4- 
dimethyl-ll-(phenylmethyl)-, (4S,llaR)- (9CI) (CA INDEX NAME) 
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Absolute stereochemistry. Rotation (-) , 




0 Me 



REFERENCE COUNT: 16 THERE ARE 16 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



=> file beist 

'BEIST* IS NOT A VALID FILE NAME 
SESSION CONTINUES IN FILE 'HCAPLUS' 

Enter "HELP FILE NAMES" at an arrow prompt (=>) for a list of files 
that are available. If you have requested multiple files, you can 
specify a corrected file name or you can enter "IGNORE" to continue 
accessing the remaining file names entered. 

=> fil beilst 

FILE 'BEILSTEIN' ENTERED AT 15:02:42 ON 03 FEB 2006 

COPYRIGHT (c) 2006 Beilstein-Inst itut zur Foerderung der Chemischen Wissenschaf ten 
licensed to Beilstein GmbH and MDL Information Systems GmbH 

FILE LAST UPDATED ON JANUARY 17, 2006 

FILE COVERS 1771 TO 2005. 

*** FILE CONTAINS 9,428,406 SUBSTANCES *** 

>»PLEASE NOTE: Reaction Data and substance data are stored in 

separate documents and can not be searched together in one query. 

Reaction data for BEILSTEIN compounds may be displayed 
immediately with the display codes PRE (preparations) and REA 
(reactions) . A substance answer set retrieved after the search 
for a chemical name, a compounds with available reaction 
information by combining with PRE/FA, REA/FA or more generally 
with RX/FA. The BEILSTEIN Registry Number (BRN) is the link 
between a BEILSTEIN compound and belonging reactions. For mo 
detailed reaction searches BRNs can be searched as reaction 
partner BRNs Reactant BRN (RX.RBRN) or Product BRN (RX.PBRN).«< 

»> FOR SEARCHING PREPARATIONS SEE HELP PRE «< 

*★★★★★★★★★★★★★★★★★★★★★★★★★★*★*★★★*★★★★★★★*★*★*★*★★★★***★** 

* PLEASE NOTE THAT THERE ARE NO FORMATS FREE OF COST. * 

* SET NOTICE FEATURE: THE COST ESTIMATES CALCULATED FOR SET NOTICE * 

* ARE BASED ON THE HIGHEST PRICE CATEGORY. THEREFORE; THESE * 

* ESTIMATES MAY NOT REFLECT THE ACTUAL COSTS. * 

* FOR PRICE INFORMATION SEE HELP COST * 
***************************************************************** 

NEW 
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* PATENT NUMBERS (PN) AND BABS ACCESSION NUMBERS (BABSAN) CAN NOW BE 
SEARCHED, SELECTED AND TRANSFERRED. 

* NEW DISPLAY FORMATS ALLREF, ALLP AND BABSAN SHOW ALL REFERENCES, 
ALL PATENT REFERENCES, OR ALL BABS ACCESSION NUMBERS FOR A 
COMPOUND AT A GLANCE. 



=> d que Stat 18 
LI STR 

17 

G3-v-Cy C=C N=C Cb 023 

12 ^ 18 7 019 020 021 022 

Hi 

0 15 



VAR Gl=19-ll 20-6/21-11 22-6/22-11 21-6 

VAR G2=23/AK 
REP G3=(l-5) CH2 
NODE ATTRIBUTES: 
DEFAULT MLEVEL IS ATOM 
GGCAT IS SAT AT 23 
DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 23 

STEREO ATTRIBUTES: NONE 

L8 1 SEA FILE=BEILSTEIN SSS FUL LI 

100.0% PROCESSED 280 ITERATIONS 1 ANSWERS 

SEARCH TIME: 00.00.06 



=> d 18 ide allref 



L8 ANSWER 1 OF 1 BEILSTEIN COPYRIGHT 2006 BEILSTEIN MDL on STN 



Beilstein Records (BRN) : 
Chemical Name (CN) : 



Autonom Name (AUN) : 

Molec. Formula (MF) : 
Molecular Weight (MW) : 
Lawson Number (LN) : 
File Segment (FS) : 
Compound Type (CTYPE) : 
Constitution ID (CONSID) 
Tautomer ID (TAUTID) : 



8433173 

(4S, llaS) -ll-benzyl-2, 4-dimethyl- 
2,4,11, lla-tetrahydro-lH-pyrazino<2, 1- 
b>quinazoline-3, 6-dione 

9-benzyl-2, 4-dimethyl-l, 2 , 9, 9a-tetrahydro- 
2, 4a, 9-triaza-anthracene-3, 10-dione 

C20 H21 N3 02 
335.40 

30150, 14140, 2817 

Stereo compound 

heterocyclic 

7153145 

7942403 



Searched by Paul Schulwitz 571-272-2527 



Page 32 



Truong 10/829,064 02/03/2006 



Entry Date (DED) : 2000/05/16 
Update Date (DUPD) : 2000/05/16 




C 0 



Field Availability: 



Code 


Name 


Occurrence 


BRN 


Beilstein Records 


1 


CN 


Chemical Name 


1 


AUN 


Autonomname 


1 


MF 


Molecular Formula 


1 


FW 


Formular Weight 


1 


LN 


Lawson Number 


3 


FS 


File Segment 


1 


CTYPE 


Compound Type 


1 


CONSID 


Constitution ID 


1 


TAUT ID 


Tautomer ID 


1 


DED 


Entry Date 


1 


DUPD 


Update Date 


1 


IR 


Infrared Spectrum 


1 


NMR 


Nuclear Magnetic Resonance 


3 


ORP 


Optical Rotatory Power 


1 



This substance also occurs in Reaction Documents: 



Code Name Occurrence 



RX Reaction Documents 1 

RXPRO Substance is Reaction Product 1 

All References: 
ALLREF 

1. Martin-Santamaria, Sonsoles; Espada, Modesta; Avendano, Carmen, 

J.Org.Chem., CODEN: JOCEAH, 64(19), <1999>, 7233 - 7235; BABS-6210846 
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